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. U.S. Patent Application No. 1 0/722,042 
Amendment dated September 7, 2004 
Reply to OfBce Action of June 30, 2004 

An^^^n^ftIt<^^ ^ to the Claims ? 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 
Listing of C!lftim& ! 

Claim 1 (currently amended): A compound represented by Formula I: 




wherein R andR are independratly chosen fix>m hydrogen or an alkyl group; 
R^ and R"* are independently hydrogen or an alkyl group or; 

and R"* and the carbon atom to which they are attached form a cycloalkyl ring, or; 
R^ and R^ together form a saturated (CH2)m heterocycle; 
R^ is hydrogen, halogen, or a substituted or unsubstituted alkyl group; 

R^ and R^ are independently hydrogen, halogen, cyano, an alkylthio, or a substituted or 
unsubstimted aUcyl group; 

R* and R^ are independently hydrogen, hydroxyl, a substituted or unsubstituted alkyl group, an 
alkoxy, =0, NR^^R^\ OC(=0)NR^R^ 0C(=0)Ci.4alkyl, or an alkylthiol; 
R^^ and R'^ are independently hydrogen, a substituted or unsubstituted alkyl group, C(=0)Cm 
alkyl, C(=0)OCm alkyl, or CC=0)NR^R^ or R^^ and R^^ together complete a saturated 5 or 6- 
membered heterocyclic ring, whioh optionally or R^^ and R^^ together complete a saturated 6- 
membered heterocycli c riniz that inc ludes an additional hetetoatom selected from N, O, or S 
when a 6 memborod ring; 
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A is (CH2)„, C=0, or CHCi^alkyl; 

B is either a single or a double bond, wherein when B is a double bond, and R^ are selected 
from hydrogen, or a substituted or unsubstituted alkyl group; 
m = 2^; 
n = 0-2; 

X and Y are either N or C, wherein X and Y are different; and the dashed bonds denote a suitably 
appointed single and double bon d, and 

wherein when X - C and A ^ fCH^^n where n = 0, then at least one of R^ or R^ is a 
substituted alkvL OCr=Q)NR^Rl QCf=O^C i ^alkvL an alkvlthioL or NR^^" wherem at least 
one of R^^ or R" is a substituted alkvl group, C(=0)OCi^alkvL or Cf =O^NR^R^ or wherein R^^ 
and R'^ together complete a saturated 5 or 6-membered heterocyclic ring, or wherein R^^ and R" 
together complete a saturated 6-membered heterocyclic ring that includes an additional 
heteroatom selected from N. O. or S . 

Claim 2 (original): The compound of claim 1, wherein R^ and R-^ form a saturated 
(CH2)in heterocycle. 

Claim 3 (original): The compound of claim 1, wherein said R^ and R"* together form a 
cyclopropyl ring. 

Claim 4 (currently amended): The compound of claim 1, herein R^ and R^ are 
independently chosen from hydrogen or C i ^alkyl; 

R^ and R"* are independently chosen from hydrogen or CMalkyl, or R^ and R^ together 

form a saturated (CH2)m heterocycle; 

R^ is chosen from hydrogen, halogen, or Cj-salkyl; 
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and R^ are independently chosen from hydrogen, halogen, cyano, CMalkylthio, Ci- 
4alkyl, or CMalkyI substituted by halogen; 

R^ and R^ are chosen from hydrogen, hydroxyl, Ci-ealkyl, Ci^oxy, NR^^", 
or Ci-6alkyl substituted with halogen, hydroxyl, or NR^^^ ^ 

R**^ and R" are independently chosen from hydrogen or Ci^alkyl or C(=0)Ci.4alkyI or 
R^^ and R^ ^ together complete a saturated 5 or 6-membered heterocyclic ring, vvhioh optionally or 
R^^ and R^' together complete a saturated 6-membered heterocyclic ring that i ncludes an 
additional heteroatom selected from N, O, or S wh e n a 6 momb e r e d ring ; 

A is (CH2)n or CHCi^alkyl; 

B is either a single or double bond, wherein when B is a double bond, R and R are 
selected from hydrogen, Ci.4alkyl, or Ci^alkyl substituted by halogen, hydroxy, or NR'*^^ ^ 
m = 3-4; 
n= 1-2; and 

X and Y are either N or C, wherein X and Y cannot be the same; and 
the dashed bonds denote a suitably appointed single and double bond. 

Claim 5 (currently amended): The compound of claim 1, wherein R' and R^ are 
independently chosen from hydrogen or CMalkyI; 

R^ is Ci-2aikyl, or R^ and R^ together are (CH2)3 to form pyrrolidine; 

R"* is hydrogen; 

R^ is chosen from hydrogen or Ci-ealkyl; 

R^ and R^ are independently chosen from hydrogen, halogen, or CMalkyI; 
R^ and R^ are independently chosen from hydrogen, hydrox3d, Ci-^alkoxy, NR^^^*, or 
Ci-^alkyl substituted with hydroxyl or NR^^R* '; 
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R^^ and R** are independently chosen from hydrogen, Ci-4alkyl or C(^0)Ci.4alkyl or R^^ 
and R" together complete a saturated 5 or 6'-membered heterocyclic ring, which optionally orR'^ 
and R^ ^ together complete a saturated 6-membered heterocyclic ring that includes an additional 
heteroatom selected from N, O, or S when a 6 mombcrod ring ; 

Ais(CH2)„; 

B is a single bond; 

n=l; 

XisCandYisN;and 

the dashed bonds denote a suitably appointed single and double bond. 

Claim 6 (original): The compound of claim 1 , wherein said compound is: 
1 •.(2-Aminopropyl)-l ,7,8,9-tetrahydro-pyrano[2,3-g]inda2ol-8-ol; 
1 -((S)-2-Aminopropyl> 1 ,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-ol; 
(R)-l-((S>2-Anunopropyl)-l J,8,9-tetrahydro-pyrano[23-g^]indazol-8-ol; 
(Sy 1 -((S)-2- Aminopropyl)- 1 ,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-ol; 
H(S)-2-Aminopropyl)0-methyl-lJ,8,9-tetrahydro-pyrano[2,3-g]indazol-8-ol; 
l-(S)-l-PyrroUdin-2-y]methyi-l,7,8,9-tetrahydro-pyTano[2,3-g]indazol-8-ol^ 
l<(S)-2-Arninopropyl)-5-fluoro-l,7,8,9-tetrahydiD-pyrano[23-g]indazol-8-ol; 
(R). l-((S)-2-Aminopropyl>l ,7,8,9-tetrahydro-pyrano[2,3-g]mdazol-8-yl^ 
[1 -((S)-2-Aminopropyl)-l ,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-yl]-dimethylamine; 
[K(S)-2-Aminopropyl)4,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-yl]-methM^ 
l-((S)-2-Aminopropyl)-l,7,8,9-tetrahydro-pyrano[2,3-g]indazole-8,9-diol; 
l"((S)-2-Aminopropyl)-9-methoxy- 1 ,7,8,9-tetrahydro-pyrano[2,3-g]inda2ol-8-ol; 
1 -(2- Aminopropy l)-3 ,7,8,9-tetrahydro-pyrano[3 ,2-e]indazol-8-ol; 
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l-(Pyn:olidin-2-ylmethyl)-3J,8,94etrahydro-pyrano[3,2-e]into 
l<(S)-2-Aminopropyl)-3,7,8,9-tetrahydix>-pyrano[3;2-e]inda2ol-8-ol; 

l-((S)-2-Aminopropyl)-3-methyl-3J,8,94etrahydro-pyrano[3^-e]indazol-8-^^ or combinations 
thereof. 

Claim 7 (original): The ccmipoimd of claim 1, wherein said X is N. 

Claim 8 (original): The compound of claim 1 , wherein said X is C. 

Claim 9 (currently amended): A method of controlling normal or elevated intraocular 
pressure comprising administering a phaimaceutically effective amount of a composition 
comprising at least one compound of claim 1 represented bv the following formula: 



wherein and are independently chosen from hydrogen or an alkvl group; 
R^ and R"^ are indeoendentlv hydrogen or an alkvl group or: 

R^ and R"^ and the carbon atom to which thev are attached form a cycloalkvl ring, or: 

R^ and R^ together form a saturated (CH^)^ heterocvcle: 

R^ is hydrogen, halogen, or a substituted or unsubstituted alkvl group: 

R^ and R^ are independently hydrogen, halogen, cvano. an alkvlthio, or a substituted or 
unsubstituted alkvl group: 
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and are independently hydrogen, tivdroxvL a substituted or unsubstituted alkvl group, an 

alkoxv. =0. NR^^", OCf=Q^NR^R^ OCf=O^Ci.4alkvL or an alkvlthiol: 

R^^ and R^^ are independently hydrogen, a substituted or unsubstituted alkyl group. C(=O^C% jl 

alkvL Cf=O^OCi^ alkvl, or Cf=O^NR^R^ or R^^ and R^^ together complete a saturated 5 or 6- 

membered heterocyclic ring or R^^ and R'^ together complete a saturated 6-membered 

heterocyclic ring that includes an additional hcteroatom selected from N. 0> or S : 

A is (CHgV C=0, or CHCj^alkvl: 

B is either a single or a double bond, wherein when B is a double bond, R^ and R^ are selected 
from hydrogen, or a substituted or unsubstituted alkvl group: 
m = 2-4: 
n = 0-2: 

X and Y are either N or C. wherein X and Y are different: and the dashed bonds denote a suitably 
a ppointed single and double bond . 

Claim 10 (original): The method of claim 9, wherein R^ and R^ form a saturated (CHa)^ 
heterocycle. 

Claim 11 (original): The method of claim 9, wherein said R^ and R^ together form a 
cyciopropyl ring. 

Claim 12 (currently amended): The method of claim 9, wherein R^ and R^ are 
independently chosen from hydrogen or CMalkyl; 

R^ and R"* are independently chosen from hydrogen or Ci^alkyl, or R^ and R^ together 

form a saturated (CH2)m heterocycle; 

R^ is chosen from hydrogen, halogen, or Ci^alkyl; 
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and R'' are ihdependenUy chosen from hydrogen, halogen, cyano, CMalkylthio, Ci- 
4alkyl, or Ci^kyl substituted by halogMi; 

R* and are chosen from hydrogen, hydroxyl, Ci^alkyl, Ci^alkoxy, NR' V 
or Ci-aalkyl substituted with halogai, hydroxyl, or NR'°R"; 

r'° and R" are independently chosen firom hydrogen or Ci^alkyl or C(=0)Ci.4alkyl or 
R'"* and r" together eaa complete a saturated 5 or 6-membered heterocyclic ring, which oon 
4«ehide or R'° and R" togeAer complete a saturated 6-me mhered heterocyclic ring that includes 
an additional heteroatoni selected from N, O, or S whon a 6 momborod ring ; 

A is (CH2)b or CHCMalkyl; 

B is either a single or double bond, wherein when B is a double bond, R and R are 
selected from hydrogen, CMalkyl, or C^alkyl substituted by halogen, hydroxy, or NR^^*^; 
m = 3-4; 
n = 1-2; and 

X and Y are eitherN or C, wherein X and Y cannot be the same; and 
the dashed bonds denote a suitably appointed single and double bond. 

Claim 13 (currently amended): The method of claim 9, wherein R^ and R^ are 
independently chosen from hydrogen or Ci-4alkyl; 

' R^ is Ci.2alkyl, or R^ and R^ together are (CH2)3 to form pyrrolidine; 

R"^ is hydrogen; 

R^ is chosen fixjm hydrogen or Ci^alkyl; 

R^ and R^ are independently chosen from hydrogen, halogen, or CMalkyl; 
R^ and R^ are independently chosen from hydrogen, hydroxyl, Ci-^alkoxy, NR^^-\ or 
Ci-^alkyl substituted with hydroxyl or NR^^R^^; 
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and R'' are independently chosen firom hydrogen. CMalkyl or C(=0)CMalkyl or R*'* 
and R" together complete a saturated 5 or 6-membered heterocyclic ring, which optionolly otR!! 
.nri R" together m m plete a saturat^^^ 6-membered heterocyclic ring that includes an additional 
heteroatom selected from N, O, or S when a 6 mombcrod ring ; 

Ais(CH2)n; 

B is a single bond; 

n=l; 

X is C and Y is N; and 

the dashed bonds denote a suitably appointed single and double bond. 

Claim 14 (original): The method of claim 9, wherein said con^wund is: 
l-(2-Aminopropyl)-l,7,8,9-tetrahydro-pyrano[2,3-g^lindazol-8-ol; 
l-((S)-2-Aminopiopyl>l,7.8,9-t€!trahydio-pyrano[2,3-g]indazol-8-oU 
(R)-l -((S)-2-Aminopropyl)-l ,7,8,9-tetrahydro-pyrano[23-S']inda2ol-8-ol; 
(S)- 1 -((S)-2-Aminoptopyl)-l ,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-ol; 
l-((S>2-Anunopropyl)-3-meth3d-l,7,8,9-tetiahydro-pyrano[2,3-g]indazol-8-ol; 
1 -(S)-l -PyrTolidin-2-ylmethyl- 1 ,7.8,9-tetrahydro-pyrano[2,3-g]indazol-8-ol; 
l<(S>2-AminopTOpyl)-5-fluoro-l,7,8,94etrahydro-pyrano[2,3-g]indazol-8-ol; 
(R)- 1 -((S)-2-Aminopropyl)-l ,7,8,9-tetrahydro-pyrano[23-g]indazol-8-yiamine; 
[l-((S)-2-Aminopropyl)-l,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-yl]-dimethylamine; 
[1 -((S)-2-Aminopropyl>l ,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-yl]-methanol; 
1 -((S)-2-Aminopropyl)- 1 .7,8,9-tetrahydro-pyrano[2,3-g]indazole-8,9-diol; 
l-((S)-2-Aminopropyl)-9-methoxy-l,7.8,9-tetrahydro-pyrano[2,3-g]indazol-8-ol; 
l-(2-Aminopropyl)-3,7,8,9-tetrahydro-pyrano[3,2-e]indazol-8-ol; 
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1 -(PyiTolidm-2-ylmethyl)-3 J,8,9-tetrahydro-pyrano [3,2'e]indazol^ 
l<(S)-2-Aminopropyl)-3,7,8,9-tetrahydro-pyrano[3,2-e]indazol-8K^^ 

1 <(S)-2-Aminopropyl)-3-methyl-3 J,8,9-tetrahydro-pyrano[3>2-^]indazol-8-ol; or combinations 
thereof. 

Claim 1 5 (original): The metiiod of claim 9, wherein said X is N. 

Claim 16 (original): The method of claim 9, wherein said X is C. 

Claim 17 (original): A method for the treatment of glaucoma comprising administering 
a pharmaceutically effective amount of a composition comprising at least one compound of claim 
4- represented bv flie following formula: 



wherein and are independently chosen from hvdrojgen or an alkvl group: 
R^ and R"^ are independentiv hydrogen or an alkvl group or: 

and R"^ and the carbon atom to which thev are attached form a cvcloalkvl ring, or: 
R^ and R^ together form a saturated (CH9)n^ heterocvcle: 
R^ is hydrogen, halogen^ or a substituted or imsubstituted alkvl group: 

R^ and R^ are independentiv hydrogen, halogen, cvano. an alkvlthio, or a substituted or 
unsubstituted alkvl group: 
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ft O 

R and R are independently hydrogen. hvdroxvK a substituted or unsubstituted alkvl group> an 

alkoxv, =0. NR^^R". QC(=0)NR^rI OC(=O^Ci^kvl. or an alkylthiol: 

R^'^ and R" are independently hydrogen, a substituted or unsubstituted alkvl group, C(=0)Cua 

alkvl. Cf=O^QC|^alkvL or a=0)NR^R^ or R^^ and R^^ together complete a saturated 5 or 6- 

membered heterocyclic ring or R^^ and R^' together complete a saturated 6-membered 

heterocyclic ring that includes an additional heteroatom selected from N. O. or S : 

A is (CH^V C=0, or CHCMalkvl: 

B is either a single or a double bond, wherein when B is a double bond. R^ and R^ are selected 
from hydrogen, or a substituted or unsubstituted alkvl group: 
m = 2-4; 
n = 0-2: 

X and Y are either N or C. wherein X and Y are different: and the dashed bonds denote a suitably 
a ppointed single and double bond . 

Claim 18 (currently amended): The method of claim 17, wherein R^ and R^ are 
independently chosen from hydrogen or Ci.4alkyl; 

R^ and R^ are independently chosen from hydrogen or Ci-^alkyi, or R^ and R*^ together 
form a saturated (CH2)m heterocycle; 

R^ is clK}sen from hydrogen, halogen, or Ci^alkyl; 

R^ and R^ are independently chosen from hydrogen, halogen, cyano, CMalkylthio^ Ci. 
4alkyl, or Ci^alkyl substituted by halogen; 

R* and R^ are chosen from hydrogen, hydroxyl, Ci.6alkyl, Ci-6alkoxy, NR'^R^^ 
or Ci,6alkyl substituted with halogen, hydroxyl, or NR^^"; 
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R^^ and R'^ are independratly chosen from hydrogen or Ci.4alkyl or C(=0)CMalkyl or 
R^^ and R'^ together em complete a saturated 5 or 6-membered heterocyclic ring, vvhich con 
tnefade or R^^ and R^^ together complete a saturated 6-membered heterocyclic ring that includes 
an additional heteroatom selected from N, O, or S when a 6 - m e mb e red ring ; 

A is (CH2)„ or CHC^alkyl; 

B is either a single or double bond, wherein when B is a double bond, R^ and R^ are 
selected from hydrogen, Cr^alkyl, or CMalkyl substituted by halogen, hydroxy, or NR^^R^'; 
m = 3-4; 
n= 1-2; and 

X and Y are either N or C, wherein X and Y cannot be the same; and 
the dashed bonds denote a suitably appointed single and double bond. 

Claim 19 (currently amended): The method of claim 17, wherein R^ and R^ are 
independently chosen from hydrogen or CMalkyl; 

R^ is Ci.2aLkyl, or R^ and R^ together are (CH2)3 to form pyrrolidine; 

R"* is hydrogen; 

R^ is chosen from hydrogen or Ci-ealkyl; 

R*^ and R' are independently chosen fiiom hydrogen, halogen, or CMalkjd; 

R* and R^ are independently chosen from hydrogen, hydroxyl, Ci^salkoxy, NR*^^\ or 
Ci^kyl substituted with hydroxyl or NR^^* ^; 

R^^ and R" are independently chosen from hydrogen, CMalkyl or C(=0)CMalkyl or R^^ 
and R^^ together complete a saturated 5 or 6-membered heterocyclic ring, which optionally or R^^ 
and R'^ together complete a saturated 6-membered heterocyclic ring that i ncludes an additional 
heteroatom selected fix)m N, O, or S wh e n a 6 mombered ring ; 
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Ais(CH2)n; 

B is a single bond; 

n=U 

XisCandyisN;and 

the dashed bonds denote a suitably appointed single and double bond. 

Claim 20 (original): The method of claim 1 7, wherein said compound is: 
l-(2-AminopTopyl)-l,7,8,9-tetrahydro-pyrano[2;3-g]indazol-8-ol; 
1 -((S)-2-Aminopropyl)-l ,7,8,9-tetrahydro-pyrano [2,3-g]indazol-8-ol; 
(R)-lK(S)-2-Aminopropyl)-lJ,8,9-tetrahydro-pyrano[23-glindazol-8^ 
(S)-l-((S)-2-Aminopropyl>l,7,8,9-tetrahydro-pyrano[23-g]indazol-8-oU 
1 .((S)-2-Aminopropyl)-3-methyl- 1 ,7,8,9-tetrahydro-pyrano[2,3-g]inda2ol-8-ol; 
l<S)-l-Pyrrolidin-2-ylmethyl47,8,9-tetrahydro-pyrano[2,3-g]ind^^^ 
1 -((S)-2-Aminopropyl)-5-fluoro- 1 ,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-ol; 
(R)_l^(S)-2-Aminopropyl)-l,7,8,94etrahydro-pyrano[2,3-g]inda2X)l-8-y^ 
[l<(S>2-Aminopropyl)-lJ,8,9-tetrahydro-pyrano[23-g]indazol-8-^^^ 
[l-((S)-2-Aminopropyi)-l,7,8,9-tetrahydro-pyrano[2,3-g]indazol-8-yl]-methanol; 
l-((S)-2-Aminopropyl)4J,8,9-tetrahydn>-pyrano[2^-g]indazole-8,9-di^^ 
1 -((S)-2-Aminopropyl)-9-methoxy-l ,7,8,9-tetrahydio-pyrano[2,3-g]indazol-8-ol; 
l-(2'Aminopropyl)-3,7,8,9-tetrahydro-pyrano[3,2-e]inda2o)-8-ol; 
l.(PyiTolidin-2-ylmethyl)-3J,8,9-tetrahydro-pyrano[3,2-e]mdazol-8-ol; 
l<(S)-2-Aminopropyl)-3,7,8,9-tetrahydro-pyrano[3,2-e]mdazol-8-ol; 

l-((S)-2-Aminopropyl)-3-methyl-3J,8,9-tetrahydro-pyrano[3,2-e]ind^^^ or combinations 
thereof. 
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Claim 21 (original): A pharmaceutical composition comprising the compound of claim 
1 and at least one carrier. 

Claim 22 (previously presented): A method to activate or bind to serotonin receptors 
comprising administering an effective amount of at least one compound of claim 1 to a patient 

Claun 23 (new): The compound of claim 1, wherein X = C and A = (CH2)n, wherein 
n is 1 or 2. 

Claim 24 (new): The compound of claim 1, wherein X = C and A = (CH2)o and n = 
0 and or R^ is a substituted alkyl group. 

Claim 25 (new): The compound of claim 1, wherein X = C, A ^ (CH2)n and n = 0 
and B is a single bond. 
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